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iff 3p 10 — 119394 



Wo 

2 ] StJfcigtttfNADPH 5^ h * U - AP450 5SjC^*?Stt. */ 
;i/ h 9 > X 7 oc ^ - zc h 3f $/ 1/ vOl/ 7 -f >IMT^^rMt:?Sffi, 'O^n 

[8f#:£3] BSJfctfNADPH ^ h ? n-AP450M7C^I^> ^h?n-AP450, 7^ 

[»#^ 4 ] f b^D- AP450^CYP1A1 ,CYP1A2 £ &CYP3AT? & -6 |f:£^ 3 fB« 

[ff#^5] Hllfift^FERM B P- 6 3 2 8 TfeSfflf^^ 1 SBIRODilWIfitt-. 
[ff#^6] H hJffMBfl&iCSV (simian virus)40fi3fc©TmM*t'£^£#A-fe!: L 

ft^it &«F«£-r saws i Batt®fflj@#c£>9g3i&. 

;* * U - x > jrtfife. 

1 ffiIE# ¥ 11-3035352 
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[00 0 1] 

*%m&* (i) mm* h <&t l<&k hjm) ^Bm^itmmm. ( 
&m m ©raw tz m t> & mmm& & mm 1 1=. imm * t>\ mo 

[0 0 0 2] 
[&*©&*fi] 

L T»S£* * £ © £ * flllfi tt##©4Mfc J&ft ft V^£tf# < 
, M«^*5|5MtT^^felIig©mlg&iE«^Cfi^■rS ; fe;©T'ttftV^#-ir*^#V^ 

T&£fr»T&MT*^©mffi#£*>tU ttffc>WJ»T*©ttlt&+£C#J#LT 

2 tfiSE#¥ 1 1-3035352 



Bfisp. 10 — 1 19394 



^£t><m*3ft£T*j|V^$*lT^&VA (J. Dich et al., Hepatology, 8, 39- 
45 (1988)) „ £ &&m®(DttmffiZ&WLfr^mmtr i *J1fet£ 

iH : jiiiiis* 5 i*i*TjtK<*«>e>*iT^fc. \l h Mmcommffi&mmizt bmmmm 

<DmiRlZ& Vfi ^5 2>Z.£\$4k%iT*2bV. £ h ;U£He P G2 (Aden et al. Nature, 
282, 615-616, 1979) £>„ L**Lfc#e>, itl&IBIISy:, 

mmx^^^oiz-r^^mnhxitm^ii. sv (simian vir U s)4ofi^©T#yKxt 

itm)&i& : k<&mt.'t2>o z<Dikm)&ft<Di&m&iz. ifii?t©a«^^tt©^^ 
& %> r=. mt m jb& © gcjt -e ie is t* l % n m & ^ m & ^ l < eb w -r & & © -e & o 

fee tot, *tf£3*ifc^EMJ^*fc#, iii^lcfe^t, *©7g*t«:gcJ£ 

So 

[0 0 0 3] 

[0 0 0 4] 

3 ffi|E#¥ 1 1-3035352 
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[0 0 0 5] 

( 2 ) mmffi&tfnd?n * h z u - AP450 M^S^vStt, o;^bh5 

S- h5>^7i5--lf^ttTfeS±SB (1) fB«<Z>M^ 

(3) ^ffttfNADPH f-h^D-AP4505§^^ 5 1 h^n-AP450 > 7^^^^ 

&±IB ( 1 ) SB«©Mlfc, 

(4) ^ h#U-AP450#CYPlAl,CYPlA2i;fc&CYP3AT*&£±fB (3) ffi^O^ff 

(5) ttt^FERM BP- 6 3 2 8T*&5±IB (1) iB*©HHMc, 

(6) t bMM{CSV (simian virus)40a3R©mM«^-7-S:^AitL«)S 3 

££#$^£±13 (l) E«©Mtt0iJB£&, 

(7) hifll^t hJMS*©Jffll0mT&6±iB (6) %m.Q>Wk : & 

(8) ±|B (1) mM<DMMffiZM^ZZ Z®Mm<D£fag%<Dtt 

o) ±m (8) ia*0x^ v -~y v^&zH^xmbti&cDBtmo&fam®} 

4 mKE4# ¥ 11-3035352 
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[0 0 0 6] 

*W*W*4», r£#M>©f$#j fctt, Mxtflti, aj«6?5§SS«j 
JJE (0£L< lit: hJ^E&if) 3&if(Z)jE?|rj|a*^e>39-^--^*«£i5fefcv'k^ 

©<fce>lCbT^$tlfe^^fbHff^^i:L/Ttt, 0J*.tf, ras^c-mycfc 
ifCD^SHtfi-f, &&V*&, 7 "5V tf>f 71/ * EI A. SV(simian virus)40^ -f Jl,* 
, t h/\°t^n-V?>f (HP VI 6) f©DN AMM^^^f ;^;*</D^itte : ?■ 
Slfr&ISf^Sfe^^s&if^feWbtiS (E.Ponet et al , Proc. Natl. Acad., Sc 
i., USA 82 8503, (1985)) „ &&L<1*. SV4Ofi^0Tj5tM«te^&#A £ V> o 
^^^feli^tl{C2p^7t^^^^$:MVN^r il^-e^S(M.Miyazakie>. Experim 
ental Cell Research, 206, 27-35 (1993)) c 3*1 5511: jffflfl&<£>ig# (fltft&& 

UV* (#Ha.t*ASF104J8J6fc4f) (!*©5iS) ) , j& 5 ~ 2 0 % ©JS&J&^lfitfi £-£tf 
MEMigiS l-V-jny^ (Seience) , 1 2 2#, 501(1952)] , DM E 
M^fifi [ "if -f □ O — (Virology) , 8 #, 396(1959)], RPMI 1 

6 4 oigife (s»--f-;i/ - ^-^-if - 7* U • ^-T r ^*;u- 7yj/x-i/ 3 

> (The Jounal of the American Medical Association) 1 9 9 3=£, 5 19(1 
9 6 7)] , Williams^ (07jc^^), 1 9 9^^ {zfU V — VZs>f • *7 • if 
• Vif-f X-^-f • 7Jt— * if • A>f^-D • ^^-f X > (Proceeding of th 

e Society for the Biological Medicine) , 7 3t, 1 (1 9 5 0)) ] ft if £ 

5 ffilE^^P 1 1-3035352 
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H&t®7~7. 2&50tfif£LV\ o MliMI53 7 TCf&fcTtffcfcflS. 
[0 0 0 7] 

50 ai5c»*?Stt. mnS/^h5>^7i5-^tt, a£*«BMfc£J55 ( 
MFO) m& (Mk.11 ih*J/l/^7-f>RmM?Stt, ^>S?D*J/ 

-f ymr fr* Mtft^ <<> h * » i/ v k 7 j y 1&7 

AP450 »7c»*?Stt, yji9ui/&}>?yx7x.5—et£& &£ftggfcffc£ 
& (mfo) fttt (0g*.tf, xh**/uy>7-f >K7/i/*/Wfc$Stt, ^>^n 

□ - ap45o a7c»*ffittti^ftisft©f^»»cfiW5a[itB©^e)**fiSi&» 

[0 0 0 8] 

AP45038tc»IR» f"h^n-AP450, 75 tf^^ >*^P^y-7— X3j?3f>> 
fcK5#--£, .WD5/fl/h7>^7z7-l */l>7* h5>*7x5— £ 
> y;i/*f-;*->S-h5>*7x5-1ffciftf£*ft$. Itl&OWf 

6 fflfE4#¥ 11-3035352 
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^^M#©ft^lCggt)€){@^CO^ h # D-AP450£ LTW:, CYP1A1, CYP1A2, CY 
P2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2E1, CYP3A (^ftftHCli, CYP3A4 
, CYP3A5 , CYP3A7&*?) , CYP2D6,& e>tlT £ V , J&^T'%*|§^©^5E 

ftffF»$MCte. CYP1A1, CYP1A2, CYP3A&£;W£ L<MV^*T,£o 

h * n - AP450<z>aiB«r3&ffliiffi^ e> oHMfr b t^^IiiftSJS (mfo) £ *>&m 

^ h $r n -AP450* >A£©MF0flMB&3£lCtt, NADPH h ^ □ - AP450Mtt;^ 

* © # & t? & y % £ © fsw -r * 3 £ # t? # & „ 

fcl&JlTV^. ZIOMilbTti, CYP1A1, CYPlA22H3!fC*i"t«5'0>Ct? 

&Hj^Mit&%)(D%jm. CYP2B (Mxll CYP2B6&if) S§#JC*f-T £ 7 oc >> A;b 
If 7 a: y h y(D$b^ CYP3A^#{C^f-rS U ^T>tf^>, 

c.G.^^y>e>, «rJK£fl^i»<Z>ft#5* Hi£*±, 1995^) . 
[0 0 0 9] 

•f-fcfctu *»W©fc h**^^fcJfflKIBJ»*K:»»^4fe%tg» 

<DffF«©£f«&©f5» §9*) £ Sag S: n - * M^?-©*^ £ PIS £ £ 

7 HiSE^F^ 11-30353 5 2 
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* {t&m* ©*s© * * y - - > a * n&-r & . 

[0 0 10] 

i&it&m* $m$im®. mimmm. mmmw,m. mmmmmam. 

[0011] 

*y-=.>$r-ef&e>*ifc fls£4&# e> a *i * fc^ft 08 k M s £ £ 

■5 D 

©igi:LT(i> &m&tolzft&Zti&Wt ($k A&fftBft* III) ^fc* (M7;i/ 
*Lv\, roifegtLTit Mx.fi, S*M (MAH Vym. Ifcfl;* 

> *#yzfrfcym. ^y-Vy^ji-fcyW) fc©ftj&:£jW8v*£>*is 0 

[0 0 12] 

y-^>^*s-eff p,nfcft^«*fett^©J6&^t*B5iitt, 

©3S3ia*fctt*tiK:!|6i:fc^iS^»iit*c:i:^-?ft*. £© «fce>lcLT#*> 

8 ffiSE#¥ 1 1-3035352 
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7>yh, vtf*, ^Ky W*f. \lW* zf*. * 
S^«J*fett-t©*©ffi-^*B:, *f*gg&, n^-MM. b&£{cj: y 

. 1 ~ 1 OOmg, U< . 0~50mg, J: »J&i; L < 1 . 0~ 

1^£&tifMtf)^T^tJ&A (6 0kgi:bT)'{cS#tS«^ -Hlco^M 
flS^ftfe*&0.. 01~30mgg||, #*L<»JKrO. l~20mg|E J: »J 
»*L/<tt*&0. 1-1 0 mggS^flSlfCJ: »JS#f 
o *u 6 0 k g 3 (J [C I fei t S 3 i: ^T'^ S „ 

, jWffi^fO, ffcJSU S/n^^SO. SL&f, RA&U «fc#&if#;@v> 

11 0 011%, Jf^L<ttO. I)fevxb5 01i% S&lCjfi; U<»0. 5 

9 ffi§E4$¥ 1 1-3035352 
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[0 0 13] 

*W*»lCfeV^, IUPAC-IUB Co 

mmision on Biochemical Nomenclature IC J: ^&Sl^#i?fC33tt<&tI 

t 

A : 7^-> 

T : > 

g : yyz-y 

C : $/ h i/> 

[0 0 14] 

Cffi^tf* : 1 ] 

[|5^J## : 2 ] 

tfea4©|^fefi|3K:feV^Tff*)*lfeRT-PCT?3tlCfeV^TCYP'l A 1 IC^LT 
(ffl#J#* : 3 ] 

ftit©mlfil93^CfeV^Tff^^tlfcRT-PCT^S^CfeV^TCYP 1 A21C#LT 
(@2?!i## : 4 ] 

1 0 11-3035352 
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&j£©|gi£M3 Kl^TfTfrtlfcRT-PCT&lC^TC Y P 1 A21ZMLX 
&i&<DmMMS £;}3V^?;b*lfcRT-PCT&&C;J5V^C Y P 3 AlC^fLTJE 

v^ e> ti ~f >r v - m.mmn & ^-r „ 

CBB^I## : 6 ] 

«ifi©mi6M3 CfcV*TtT*>ftfcRT-PCTi£lC;fc^TC Y P 3 AtC*fLT/@ 
[0015] 

t^0HIMlT*#?)tlfcOUMS-2 9««,' ¥j£l 0^4H2 1 HfrbM 
iSlUfXlSf^^^IflltifM (N I B H) {C^fftS#F E RM 
B P- 6 3 2 8 £ IT, 1 0*£4 J? 2 1 B*^MHM • (I F 

0)tCWft##IFO 5 0 4 8 7 t. l/T*i£S*XT V*5. 
[0 0 1 6] 

[afefi&M] 

(Sambrook) £> © V — .n. T yfl/ ((Molecular Cloning:A Laboratory Manual), u — 
;i/ K • XZfVy? • ^ ~ * ~ ' 5^5- h U - • ^l/X) tC J; jR»3M£ 

[0 0 1 7] 

ifcL£(M.MiyazakiJ5#\ Experimental Cell Research, 206,27-35 (1993)). 2 

MMm&HJttMffi £ b £ . d (D« £ 10%^fl&^lfll» & SsflO L Wi 1 1 i amsig 
* (07K^)iC*^^Lfe o #3|24H#W&JC-y jK^oq^^H >&-eSV40 Tia 
Mit^©^A$:^Tofeo SV^TmMst^CD^AlCii^^X^ FpSV3Neo (P.J. 
Southern and P. Berg, J. Mol. Appl. Genet., 1, 327-34 1 )£ ffl V \ £ „ y sK 

1 1 ffiliHf 5 ? 1 1-3035352 
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J^©if5ii$:{S3i1-€>i:i:tj(C#j||^l00/!ig/iiil©G4l8(^yii(GIBC0 Laboratoy 
ies))£»U 3£lC2 BIM#L*#V>f ^MM&^ftUfco 
3 0 BH0#£CJ: UI53ttfcG418I&tt£^*n->&#0UMS-29£#£Lfc. 
r©^D->«$e>{C3 0 Of^tCH»;ASF104«ifiiti-eJ|fSIS:»Wfefe«), *56fl; 

[0 0 18] 

mmm 2 ] oras-29i*®&ftft»HMfc?£tt©a!£ 

5fcV^ 7 HWASF104^-e^#L3>7;i/X> h C»bfeOUMS-29iWlfiS:Kl 

©0 . im y > mm (pH7. 6) ic »ai u k : &$i%&mm*fflt l z. n ■& mmm n 

[0 0 19] 

(1) f-h^n-AP45oai7C*3!{?Stt 

&B i o 1 og i ca 1 Phar maco 1 ogy , 37 , 41 1 1-41 1 6 , 1 98812^ © £ S#lC Myfe 

tfe. h v u-i±c(%mnm) ^sk^utnadph m^m-^y 

^ h^n-AC©a7cJClS^S^h^O-AP450ag7C#*?Stt«:»3£Lfe. 

[0 0 2 0] 

(2) ? D */-JV h5^7i7 -if 

^liBiological Pharmacol ogy, 37, 4111-4116, 19881B®©;£&&g;2Mc$!|jg t, 

1-^-7 h-;i/ &HJCi:LTODP-^^n>» (S/^V) fc<i:tfOUMS-2 

S^fiR-rSfStt&l^-y hfcLT0UMS-29«cCft#^*»3SSM:l 9 6:2.- y h 

1 2 ffi£E#¥ 11-30 
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[0 0 2 1] 

(3) m&mmwutixfe (mfo) ^ 

liBio logical Pharmacology, 42, 1307-1313, lSSlfe^OO^M^S^lC^^ b 

TNADPH^<fctKOUMS-29fi^0^^^^^#^i±#^©S«©BJiT;i/^r;HblC<i; »J 

&$l5£b£ 0 gfiJtU'J^i- l^&fcUlb? 

— y K * h*ei/isVJ\/7 4 y&m'Rh Lfct £0.32n.- y btf>Mt?Stt$:;i3(D 

[0 0 2 2] 

[HJ&M 3 ] f- h * n - AP450Stfc-?-©!£3l 

0UMS-29#fc IC 33 €> h^D-AP450©#g^^^^S^- n-AP450JC#M 
65^DN Azf^J V- SrM^T^ftKPRT-PCR&lC J: *J mRNA jl <Dl/*iJl/l£ $&thf"f* 
3 £ \Z «fc y «¥*f It^T'tS. Itl^O^-fT-li^-^yt^^ (Gene Ba 

n^CD^-^^-^Jb^A^'STIgT^S^-^©^ 1 □ AP450<9gg?!Jfre>i)i§i?T* 
GeneBank K:£tt£^ttA*l##ta230;fc<DCYPlAmKO3191, CYP1A2&M55 

053. CYP3A4&J04449. CYP3A5&J04813, CYP3A7ftD00408-C&£ o M^<Dzf^^( 
V-t±. CYPlAHC^fLT 5' -ATGCTTTTCCCAATCTCCATGTGC 33 J: 5' -TTCAGGTCC 
TTGAAGGCATTCAGGo CYPlA2fC*f L X tt. 5' -GGAAGAACCCGCACCTGGCACTGT33 J: t^5' -A 
AACAGCATCATCTTCTCACTCAA 0 CYP3A iZttLXlt. 5' -ATGGCTCTCATCCCAGACTTG 33 £ t>* 
5' -GGAAAGACTGTTATTGAGAGA ^#^MV%fc 0 

RT-PCR&IC33W&7-- U >^Sa!tt, CYPlAl7b*55r. CYP1A2^65"C. CYP3 

a^55^c. -tM ^;vm«28~36-9->r ^;i/^VNe»^#TT^ffctLfeo 

0UMS-29$c£ 5&^L 7 BF^ibn>7;H> MCit LfcjMfc^&Zltl J: UR 

1 3 miI# 5 P 1 1-3035352 
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NA>f-£/-(RNAeasy)3f >y h (dp 7>?f XQuiagen)) £M ^TRNA£$ffi t £:„ £© 
RNA£, ftlC&Jtbfc#f- h*n-AP450£#Mlfrfc^>fV-£9>;*-ry:/P 
CR^yh (SSafi) iCj:»;«RNA^&©a»<K^£J:tfPCRSfS:S:ffV\ OV*T?7# 

HlCa*"*-. fc©fc©CYPlAHC^il2ft3763bp, CYPlA2iC^$[£ ft£1180bp, C 
YP3A IC ^ £ ft 3 680bpft j£ © */ $T /]/ tf$ ffi $ ft # ffc * * it © 0UMS-29$ IC 

[0 0 2 3] 

5 fcV*L 7 H^tLn>7;H> hJC3*LfeOUMS-29i(HJfiJC*jft«S0~100O 
0nM©3 -*^-/l/39>* Vy (3-MC) (02) % 0~50000nM©'<>;* 
1*1/ > (BP) (03) , 0~25mM©7i; A;i/lf h> (PB) (H4) %>2> 
VM*, O-lOOOnM©^-^* (DEX) (05) &jSflnb3 bfcl B Higf 
#Lfc 0 ##ftWIIS«:#«L£ftJ: y$fcK^Lfc#ft&;flV*TRNA&ttffll,RT-PC 
RSfBSr^lifiSLfec 

RT-PCR&lC£tt£7--U CYP1A1#551C, CYP1A2#651C, CYP3 

*0l§&e)**j|a«nflSS«lC»3KLTV^/<-*T^^> (beta actin) © 
■RNAft \Z b T#f" > :/;]/ ©IftnRNAft £ flUEl" 6 £ #> T * > 3 > ^r 1 -f T" 
-f 7RT-PCR* y h (SID fcjg^fc. HSIH£ISI 2 ~g| 5 IC^-f „ CYPlAl©fggi 

&3 ^>xtri/>. 7i; /?;i/tf h>©a$;&Dic<fc y, cy 

PlA2©^"Ji, 3-^f^35^I/>, X h? 1/ > ©finite «fc »J, CYP3A© 
ftm*?*?* $ \/yO)m\UZ J: *Jif&3ft, 0UMS-29$lC£f- h ? D AP450& 

n- K-rsate^^iB^^Etai^^flissftfe. 

[0 0 2 4] 

1 4 ffiSE#¥ 11-3035352 
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[0 0 2 5] 

[@2#!^i] 

[@B^J##: 1] 
K#l©*3 : 2 4 

@b^j©m : mm 

BB#I©aSI : "n^D N A 

ATGCTTTTCC CAATCTCCAT GTGC 24 
[0 0 2 6] 
[®2#!##: 2] 
S2#I©:R£ : 2 4 
m&S<DM : 

TTCAGGTCCT TGAAGGCATT CAGG 24 
[0 0 2 7] 

[ffi£I##: 3] 
ffi#I©S3 : 2 4 

bs#i©s! : mm 
mam : -*it 

mnomm : mdna 

1 5 ffisl#¥ 11-3035352 
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mm 

GGAAGAACCC GCACCTGGCA CTGT 24 
[0 0 2 8] 

mfm^ : 4 ] 

BETH® S3 : 2 4 

AAACAGCATC ATCTTCTCAC TCAA 24 
[0 0 2 9] 

vmm^f : 5 ] 

IE#f©*3 : 2 1 

BE#!©M : IKS 
£<Z>jR : 

h jK O y - : tt^ft 

ATGGCTCTCA TCCCAGACTT G 21 
[0 0 3 0] 

[KJ!!#-5f : 6] 
BJ#l0;R3 : 2 1 

h sK-n s; - : 

@2J'Jtf>M : ^DNA 

GGAAAGACTG TTATTGAGAG A 21 

1 6 ffJiE#¥ 1 1-3035352 
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mrp. Marker2, 5, 6|j:j30^C!)DNA^fi7-A- (—y 

[0 2] 4 3 b> (3-MC) £8sMtf)RT 

-PCR&tf>M:HI3:^t\ 
[03] •efffcjtxfc'OXfc: U> (BP) &»i!lffc©RT-PCRft 

[04] vfftotilty = ; s y (pb) £SsM<z>rt-pcr&©$£ 

[0 5] mM@}4 tlfc-r^fl*-* * !/> (DEX) £»^©RT-PCR&GD£g 



ffifiE43¥ 1 1-3035352 
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[01] 



V 

V 



to 

y 




If. fin ? 

' V ~4J 
Q» CI d 



%0 CO Q 
CM <OC0 £3 

60 



C3 




* *« » k 



a. 



-j *» », 

Q Q Q» 



K5 
09 



tf? if) to 




. t I I I 



. :47}.i«>!»KSjM!-J : 

" J t\*'~ J - ' • 



!jr»>, ^hir}»fj : i : I : - 



1 * * * 



C3 r*-»c ^ 
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3 



1 1-3035352 
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